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(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defined in the description). The compounds exhibit control 
effects against PPAR and are therefore use&I as, e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipoproteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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V>T, ^rt$#^**^;V*^'>V~Ai#mHfe14^## (Peroxisome 
Proliferator Activated Receptor ; P P A R t Hg-f fit" h 0 ) g £ *IT 

tlX\^2> (J. Steroid Biochem. Molec. BioL, 51, 157 (1994) ; Gene Expression, 4, 281 
(1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. Endocrinology, & 
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®65tw||StTV^ii:^^tlTV^ (Endocrinology, 122, 354-366 (1996) l 



i ddm) Kn-r&mmmtLxtohtLXis*)* mmm&%0>mami&E'tz> 

tz$>Km^btiz>fiiffimTMx$>z> 0 $tz^ itfyxy y$Lfc<DM3E*tz\±&.m, 
t § t> #> x%m xh 2> t # x. ftT * „ 
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10 zixboTTvvvymwttoimnuim&fio)--- o#ppar 7 $ 

f? , P P A R 7 Ofe^ffitt^ii^^-e-S i tfflLTV^ 
(Endocrinology, 132 : 4189-4195 (1996) ; Cell, S3 : 803-812 (1995) ; Cell, 83 : 813-819 
(1995) ; J. BioL Chem., 22Q : 12953-12956 (1995) #J&) .fet, P P A R 7 Ofzc 
?ffitt^H5PPAR 7 «ffl (7=f-^h) tt, JllUI»T*J^J:Cf/ 
15 lLtz\±M%m : mtLX%mx*>h}:%z_hiiZ> 0 Ztz, PPAR 7 7^XF 
(i P P AR 7 Sfi S *:fcit?-S£fc#fc|t>*lTV>3 (Genes & 

Development, 1Q I 974-984 (1996)) dt^^,PPAR 7 * fe&itt * ft <b f P 

trt»PPAR 7 lifJKillMtCM^oti' *) (J. Biol. Chem., 222, 
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5637-5670 (1997) £ <fc Xf Cell, 83_, 803-8 12 (1995)#M) , £ tl £ ft&ft-C £ & f - 7 

$ ftfc (Lancet, 34S, 952 (1997)#M) . fto T, P P A R y i&tt*«MW 
5 1-^S^J(7>^3*^X h)*PPAR 7 £&a#©5m**fe5>L-fc»>"e§*Jg 
#HiSJ^&K##-e££ t#x_S>:ft.<So Science, 224 1 2100-2103(1996) 

fcli, PPAR/^'J >®flrr* i t lz X o T**>iStt* flMW? § Z>it&Wm 

o^a^i^iD-e uppARy seim«o«j»jjiifliiii^T»js jusffir^j, mm 

20 T*0 i L TfcJ *VC * 



7 >f 7* I' - h^k^WO*BJ6rt«»SeS©-0^ P P A R or & £ 

£ &$J5J LTV>& (Nature, 342 : 645-650 (1990) ; J. Steroid Biochem. Molec. Biol. 51 : 
157-166 (1994) ; Biochemistry, 32 : 5598-5604 (1993)#$Q o ZHhOZbfrt,, 
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Ztl£MKi>, P P AR flffllt^feffii: LT„ WO 9736579^- 

5 WmWK\tm&ffiftmZ%LX^Z>Z.t-t)m j £2tltZo Ztz. J. Lipid Res., 22, 
17-30 (1998) K tip PAR a ^»^?Stt<k^ J: oT^KV (HDL) 3 

UXrn-;i,±#M1^ Lt, W^Ifi (LDL) 3^fn-;^i 
fe^U 'Kge (VLDL) 3Wo-^ £ £> Id {i h V ^ V -fe V V<Di&Tfe 
ffi^rWLTV^ it^^tlTV^, Diabetes, 4J, 348-353 (1997)Kl±7 "7*1^ 

> * -) >wsm0&mim*> hntct $ &x v^fctppARati 

#*JSttft1-*T^-^ h*PP AR «See#<DHa^/Lsi1-<5> PPAR a 

(HDL) 3^rD-)Hm iSSPfiEVsKSe (LDL) 
15 v-H>t5XV/it:\tffl&mmV#m& (VLDL) a^fo-A'O^ftffi, 

PPARi? SWSr^fSlcffitt'fk Lfc 'J ify K^PPARJ j^ffril 

PPAR <m, t £KPPAR£, **v»ttfc K^-gic'fiNUC 1 t 
ilTV»4- 0 Z\tl*X\Z?¥ AR8<r>>mf$i®.tLX^ WO 9601430 -tW#tC(± 
hNUClB (fc bNUC 1 i lT5 7^^^.PPAR'9-r^-f7') ^HhP 
PAR a ^f«fc** i e> Hr7*^-^?«itpifl S £ fcrt^SflT 
25 V>& 0 Sfc, *J5-CHW0 9728149 -t^^H^V^T, PPAR*SfiSKl5V> 

?t)(:-e-tlt(7)jkWHDL («S';*'Se) 3^fo-;U#ftffl^| 
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^B^-CfflV^-^ (I) X-JfiZtl&tt&mV-'mt, M¥ 6-184086^ 
#BS¥ 6-211814 WiWHT 4-300859 ^ 3 - n y ^#^tB®^|g 

490820 -t) 7>i?*Tyi/>ji%$iftmzm^x, J^lfilE^ 7o 

10 TV^o 

*%W%h ti, P P A R^##o»M^^-t<s>fl:^*^,m-r^ < IBiSflf 

15 U *»W*^J«L*: 0 

(I) X~*2tiZtt^i>*PP AR£®ft<ommftmi%LX^ 

ztom&it^ zti%xik<mnztix&L>ir^ ^m^x^m^Kfz^^xh 
20 -c& a 1 1 * i *t o> z t s> mit&mo P P A R 

AMBtFF&S ft* *> Otli*v» 0 
1) -ft* (I) 
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A»± 

i) 

2) C1~77M1/^ ttz\i 
5 3) C2~6 7;^-l/>I4^U 
R Mi 

i) A#m%'k*$tt>1-®&. 

1) C 1 ~ 1 4 7^*^1, 

2) C2~67K^^1, 
10 3) C2~67M-^ 

4) /MJy^gC^ C1~47^I, C 2~67;i"5r-;l'&££liC 1 
~4 7^3*»»?W, 1 ££{i2l@<afi»-eS&£*i"C 

ii) A**C 1 ~lT)V*VV&ttz\i.C2~~S7)\>>r~VV&*i&t>-t%i&, 

1) 7Nay>Jg^ 

2) *gg&, 

20 3) C l-4 7)^^yl, 

4) 7x^vi 

5) C l~4 7Km|, 

6) 7<;m, 
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7) -OCOR 4 ^ (*«*\ RMiC 1 ~-i7»**&i$Lt>+o ) , 

8) -OCOOR 5 & (g4>, R*\i&nm*i t:\iC 1~4 7M;H^ 
t»-To ) , 

9) vNnyvS^ Cl~47;^;Hs C2~67^^-;^*7t:{±C 1 
ttz\i 

1 0) fiHKS^* >5:tt«aStK^*lfl#*t&4-7jlomill0^rD^*^ 
10 XMi 

1) mm®** tiztt 

2) TOTfSrEfrU 
X 2 I± 

1) -NR 2 -S, Sfcli 
15 2) U 
R 2 Ji 

( 1 )7fc5llji(i\ 

(2) C 1~4 7^$, 

(3) C2~6 7J^^S, 
20 (4)C2~6 7M^1, 

(5)TfE (i) - (vi) ^f>M$W lfi0^ffift?ii/:C l~4 7;i/ 
0 2-67^^-;^ ££liC 2 ~ 6 7;v*-,>vg£^*>L : 
(i) -COOR 6 i R 6 C1~47JV» 

- (CH 2 ) o2 -CONR'R 8 I R 7 fcJ:tfR 8 tt*ft^*U8i:£ 
25 LT> tfcliC l~4 7;i'*;l'&£^*rfrt\ &&V>(i, R 7 

tR 8 {i^1-^^M^t-^^^oT, - (R 9 ) «,* R 9 

\ifrm&=f-$tz\*C l~4 7^V$^bU mitt 1 - 

mt>to ) TBft**i-cv»$, ass** i ttzH2m, mm^tm 
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7 A<Dmk<Dm\<D^Tumz%it>L. n2&i~-4<Dmsi*%Lt>t 0 ) 
*ut>~? 0 ) , 

(ii) -CH 2 OR 10 i (m, R 10 {±«^ Cl~47Wlitli 
5 -COR 11 * R 1 1 li C 1 -4 7^;H^gi?t.) tfEfr-ToK 

(iii) -CONR 12 R 13 I (gf, R'^.fctfR^^fiWMLT, *H 
1(3% C1~4 7;V + JH, - (CH 2 ) „ 3 -COOR 14 l (3fc«K 
R^li^Sfll^&ttC 1-4 T^^^fcU n3lil~4©S 
&£^fc>1-o ) , Sfctt- (CH 2 ) l4 -CONR 15 R 16 I 

10 R^fcilFR'Si^ft^t^LT^ TMgHH^/cfiC 1 ~4 7;V^V 

mzmt>i-i\ <&&w± % R'^R^ii^-r^^m^ii-^^^o 

~C> - (R 17 ) m2 * R 17 «»JI«*:tiC 1-4 7W1 

*^*>U m2lil~3<?)It^to ) "efi&SftTV^ gfgjl 

15 M^t^fi- 3li^pf£ 4 ~ 7l^t^«Af n^^f U 

n 4 Ji 1 ~ 4 O|g|!i:^^t>-to ) fc^frU R 12 fcR 13 liPS 

to ) , 

20 (iv) 




25 m^mm%**&ft3m$%?z4~7M<D&n<omm<D^7-u 
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(v) Aoy>^, c 1-4 7^*^36, C 2~6 7;w^-;i/^$7tl±C 1 

~4 7^3*'>**e»jMR$*L4, 1 ifc!4 2lH©£-ce3fc$;fcTVvc 



(vi) tt*K?l«^*t*4-7j|0^f-n5|) , 
R 3 I± 

1) -COOR 19 g (31*, R^fcfctaBg^tifcttC 1 -47*******? 

1-0 ) , 

10 2) 



R 20 (±7K«^t^fiC 1 ~4 7^^;w*tat>-To ) > 
3) lH-f F7V-^-5-^;Vl, Sfcti 
4) 






20 
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( 2 ^StJI^* 1 4 ~ 7 MoJfi^WS&fD^f- n j| % $ tz J± 

5 R 2 Mi, 

( 1 )*mu=f-, 

(2) C1~4T;WI, 

(3) C 1 ~4 7;i/3*i/g, 

(4) C l~4 7;^^ftl, 
10 <5)*R£, 

(6)tFoty (ci -4) r^*;^ 

(8) h V/>u;»f-*3k 

(9) f V^n^;i^*->^ 
15 (10)- 

(ll)-7i^.;l/^ % 

(13) C i~4TJ^;w;i/7'f-^ 

(14) C 1 - 4 7 A"¥ ttzit 
20 (15)- J -R 22 S (£*, J»i 

(i) IMfr&v 

(ii) Cl~4 7;^l/>1, ifcfcjt 

(iii) C 1-4 7**1' U 
R 22 i± 

25 (i) -COOR 23 ^ (&* % R 23 li*$IiH\ 

4^fi-CH 2 CONR 24 R 25 S (**, R 24 £ J: tPR 25 !***. 
•?*t&£LT x ^JflR^fcliC l~4 7;i/^^S^f„ ) 
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OH 



(iu) 
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COOR 23 
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(iv) 
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(v) -CONR Z6 R 27 S R 26 li7tc^^i^liC 1 ~4 

2£l±-CH 2 COOR 28 S R a «tt**S(TifcttCl 
15 -4TA'**3fe***>'t. ) £»to ) £^frU 

m4 Ji 1 ~3<Dmfc*Ut>1- 0 

fcfiU m4&3Zmt>-tWt&Mi^ 3l@<0R 21 * s t <Mc — J — R 22 2?£ 
^fcU -?-(7)*ffO31iOR 22 ^-C0 0R 23 ^ R 23 liifEi: 

COOR 23 



Y 



20 OH 

(g*. R 23 WEt|5li:ii^5:St>to ) > 
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COOR 



(*+, R 2 3 tt«rfBiraC***S*>to ) £<fctf-CONR 26 R 27 & 



(5$*. Ltt 

(1) *tt<&\ 

(2) C1~47;HI/>S, 

(3) ^nr>I?, *BSi, Cl~4 7Wi, C2-6W-^i, 
C 1-4 7*3*5'*, -OCOR 32 * (**, R 32 l±C 1-4 7* 
****S*)t. ) > -OCOOR 33 * (*+, R 33 (i, Cl-47 

. *****£*?■*. ) *£ii-cooR 34 * (**> r 34 «*m^ 

( 4 ) C 2 ~ 6 7 *<Jr =. V >* § ^fr L , 
R 29 fi 

i) Ltf&®&mibtm&, 

(2) C 1 ~ 1 0 7****, 

(3) C2~6 7*^-*^ 



2) 



L-R 29 
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(4)/NDr>Ji(^K Ci~47;^;H, C2~67;^-M, Ci 
~47^3 + vl, -OCOR 32 & R 32 lilitffE£|W)i:ig$fc 
££frto ) > -OCOOR 33 & R 33 MiBfcI^Diil*^ 
^to-to ) ifcti-COOR 34 * m*P, R 34 {iiflB^l^i:^i*^ 

ii) L^Cl~4T^^rl^>^ ^n^>H^ jmM, 
10 )V& y C2~6 7;^-;^ C1-4 7^3^>I, -OCOR 32 

^ R 32 itmmtmci£Mzmt>to) , -ocooR 33 i(i 

4\ R 33 »±fffBi:[^C^i*«r^feto ) J/:li-COOR 34 i 
R 34 MIBt|W|i:iti* : Sra^-ro ) 1 ££li21SO 

i-eii?titv^u v>c 3 ~ i 4 <D%.m.*tzn&m.<Dfkm 

15 *£fi/FM©£timi 1@-e#m$;ft£C i~4 7;^u>S 

ttzitc 2 - $ <dt fr* -vym*Ut>-tWi&, 
( l )*®^ 

(2) C l~4 7;V3 + vl, 

(3) C 1-4 7MWS, 

20 (4)-OCOR 35 S m R 35 «C l~4 7;U^«^^fe-To ) , 

(5) -COOR 36 * R 36 «^^*/wJ±C 1 ~4 7;W 

(6) ^ny>Jg^ C1~47M^ C2~67;^- 

Cl~4 7^3^yS, -OCOR 32 ^ R 32 ttii& 
25 lBi:|B|i:iil*^St>1-o ) , -OCOOR 33 (&<K R 33 li|E 

tntMv%zmt>? 0 ) itz\±-cooR 34 & m*. R 3 *m 
mtmznti£Zi&t>to ) frbMRZftz. ntz\±2m(o&X' 
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R 30 ti, 

(2)C i-4 7;^;H*iW\ 

R 2 9 - L - 1 R 3 Wit <b t *S£-f fc -HSK 4 o T, 

(1) C 3-7 v*n7;v*;v£, 

(2) 5-71(7)7^ r U 
10 R 31 (±, 

( i y^mm*. 

(2) -COOR 37 S (&*K R 37 Ji7jt^IiH\ C1~147M;H, 

C3~7v^DTWlltli- (CH 2 ) n6 -CONR 38 R 39 & 
R 38 ^«tO ? R 39 «^*t-? ? tLMtT > ^fcK^fcjiC 1~ 

Cl~4 7;Wl^l!bL, m5 \i 1 - 3 <F>m&. i tWo'$ 0 ) "C 

lflfoi liME * t fc^Bt 3 * 4 - 7 J| CO 

20 »f^<7)^foiiifc u n 6 tt i ~ 4 nmktmto-to ) * 

mt>to ) , 

(3) -CH 2 OR 41 | R 41 I4**JK^ C1~47;^;V$ 
t£li-COR 42 & R 42 f±C l~4 7WI^bt. ) 
*Ut>to ) ^ 

25 (4)-CONR 43 R 44 g (S4»> R 4 3 J3 itfR 4 Mi*it*»ft4tt:£L"T\ 

Cl~4mJH, - (CH 2 ) n7 -COOR 45 S (& 
4\ R 4 »tt*JH[*4:fcttC l~-4Tfi'**&i$Lt>U n7lil~ 
4«t^fcfo ) ttztt- (CH 2 ) n8 -CONR 46 R 47 S (£ 
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]g^£-&fcfcoT, - (R 4 8 ) m6 g (*<K R 48 tt, ^JK^ 
•to ) *Ut>to ) , ttzit 



U m 7 tt 1 ~ 3 <omm&Wot 0 ) £^E*>U 
n 5{i0££ttl~4O|g®:£^:fc-?-o ) &&v>{i 
3) X 2 tf-HR 2 -&i%t>tt EtR^-tii^klS^I-Sa^Jii^ t- 



— CO 
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t &n 3 m$%+z 4 - 7 m vMmoma <o^t oaw», 

nllil-4 <0&&iUt>1-o ] 

T^Sft&fl:^ **i«>©BWJ1IBtt, i^li-e-tt^OTKffi 

10 2) N-r^^-N- [ (2* - (lH-r h 5'/-*-5->fA') -1. 1" 

N, N-lf* (2-^ h^y*;^'-;i/xf;i/) — N' -"/^-N' - [ (2* 
- (lH-f h7 7-^-5->ffl') -1, 1* -e7x-;l^-4->f^) 

20 if. t;w^t;^ 7;v3^y^ r^^^f-**, ^Jirr** 

— *b$ (I) R'fcJtfR^lCkoT^bSft&C 1 - l 4 7;^;Ht 
25 ti> ^?-;K Jtf-fl\ -/ut^K "/f-JK ^J'fiK ^3r~>;K ^7f->K 

-jR5S (I) f\ R\ R 2 £JtfR 2 ncioT^:b$*t£C 2-6 7^-* 
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2 -67 R 2 K£-oX%t>ZtiZ>C 1-4 7^*36, C2-67 

5 *k>&K{i&LTV>£C3 ~ 1 4 ®&XH4>B&&£ LTOC 2 - 6 7;l^ 
-JU&t\±, ^t-;K 7d^;k 7r->K ^>x->K <^*f"k-A'&&X 

HR* (I) 4\ R^JtfR'fcioT&toSftaC 2~6 7;^-^ii:ii, 
if-^/K yof^;K 7f--;K ^y^-=.jv, ^ *ri/-)l<&i$ XV 1 Ztib ag- 
io nw&-?$>2> 0 

(I) «K R^JitfR 29 ^ JioT^frSfi&C 3-1 4©JMa£fctt 

l/>*KiJfcLTV»«C3-l 4<7)mmi7t{i#^OtS>fai^Ji^fO<7)^^ 
^£LTi±, tffl&lf, v^n^^-x^ ^>-t£>. 7-7?P>, -f>7*>, 
15 7Xl^>, 7;i/*l^ 7x*>M/>\ 7>h7-fe>, 7-b^-7^l^>, fcf7 

7o/n°>, y^n^>, 7^v>*>?l%&*;ptf £>fr& 0 

^7x"/, *t74V s *^\Z>n*XTfZ1xb<0-U*ti\t±UiPmiLtzV$L 
Wz-\£, eny>, tTn t'^'jy'A f-7>30 

HR^: (I) *s R^i^R^tcioTafe^ti^^ny^^, R'isXXf 

R 2 K J: iXUbZtii, C l-4 7;v^f^ C2~67^-^iJ/;li 
C2~6 7;i/^r-;^tcg^LTv^C4 - 7 O^J6iROlllft36t LTO^d 
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C3~i 4<o&t$m<ow&&t Lx<Dwr>m=?-tiu 7^1, mm. 

HISS* (I) 4\ R\ R 21 i$XTfR 29 izX<DX$Lt>Zti2>C 1-4 7^3* 
R^itfR^KioT^bSti&CS-l 4<DjStlt^>1t&&fc LT<7) 
5 Cl~47;V3^rvl, R 2 KioT^fc>$ft£C 1-4 T^/Hfc, C2-6 
T**-n'£tt:toC 2-6 7;W*-;l^Kg&L-CV>ac 4 ~7©^« 

;w^V->^(cg^LTV^C 3-1 4^»lM!:LtOC 1-47^ 

10 

-ft* (I) R\ R^iWfcioT^fcSfl&C 1-47W 
^f-^f-*, 7otf;v^* % T^w-T-^giJiOMjfc 

HftS (I) R 29 lc«toTa*>$ft>2,C 1-1 0T)V*)V&t\±, *<f-)\>, 
15 x^;k 7pi£;k 7f->K ^^^;k ^^y;K 

20 (fllxtf, ^^rV7>, ^7^) rt*plf&*l* e 

HR* (I) «K R 29 ici:oT^t>$a*^^t^ig^?rl1sro^ 

25 Hfc* (I) R 2 > R\ R\ R<\ R\ R\ R\ R l \ R 1 R 12 , 
R»\ R'\ R 1 5 ^ R'\ R 1 \ R»\ R'\ R 2 ° % R 2 \ R 2 \ R 2 \ 

R 25 , R 2< \ R 27 , R 2 \ R 3 \ R>\ R" > R34^ R 35^ R 36 % R 38^ 

R 3 \ R 4 \ R 4 \ R 42 , R 4 \ R«\ R<\ R<\ R<\ R^SlXfR 49 
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C3~l A<omfM(OW&Mt LX<OC 1~4 7J^;H, R 2 l,zXvXUt>2 
ilZ>C l~47Wi> C 2 ~ 6 T frf-JU^i t:\iC 2 - 6 T )V*-)l<mz 

5 K«fcoT^frSft£C 1 ~4 T^l^&Kg&LTV^CS ~ 1 4 

r 2 9 - l - 1 r 3 °7& ? ^fL <b #*s<&i- h®mw^ t -at iz % ^ xmt>-t c 3 - 7 

10 Oy^D7;^^itli, y^n7DK>, y^orf^, v^n^>f-;K v 
? n ^ * v ;w £ jt it v * d /v. 7 f- ;w^-C * 2 0 

(I) + % R 29 -L-tR 30 ^tLt,^^i-^,^^t-^tC^o 

15 (I) <K R 2 K«fco-C^;bS*U>C 1-4 7^^ C2~67/l> 

*--*3fc*fcttC 2- 6 7;v*-^Si:liLtv^C 4-7 o^Hlottfti 

20 (I) 4", R 2 iaotgfc?^ci~4 7;K;H, C2~67;v 

( i ) 



25 
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-©- 



^XXfR 7 tR\ R 15 i:R 16 , R 1 2 1 R 13 i3 J: tfR 38 1 R 3! \ R 46 fcR 47 ^ 

SLmm=f- 2®t ^mfc? 1 « * immm* 1 n t ssm^ 2 m 

Knr^ftr>. -f5^vuy>, ^mKn^r^v (tr 

* * -9- V y & J: ^ )V M K D v * * V 4f fcf > 3g$ ^ If *b tl h 0 
HR* ( I ) *\ 5* 



15 tCioT^^ti^a^lg^-l Sfctt2«, SSaii^fclfetRlg^Srlfl-foiTt 

j4^«t- t mmM^o^w-^ 3 p l < t , mmm=f- 2m t mmw.? 1 

VKTA 1, 2, 3, 4-tV5bKD^y>J , A 1, 2, 3, 4-f h7fc 
20 Kn^fy 2, 3-^tFn^>r/-JK 2, 3 Yui>X<{ 
1, 2, 3, 4-r h7t Kn*9-yj > % l, 2, 3, 
7tKn-»;'J^ 1, 2, 3, 4-r Kn^y+^y 1, 2, 3, 
4 -r b^fc KD7^7^>> 1, 3-***Mf-2, 3-?tKn>f>f>, 
1, 4-***if-2, 3, Kn*7*U>, 1, 2, 7*^-9-^7 
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h'J^fVV, ff5^^, 'O^f-l^ ^WfV'/J 
(I) J^J:O r LKlJ:oT**>$*i*Cl'-4TA'*U>a6fctt, 

-«s* (I) 



-to ( i ) «k 



20 (I) 4\ R 2l i:iot^?^tKD+y (Ci~4) 7**** 

HK5S (I) R 2 Mc«toT b V^uM-jvmqxD^uyyW^ttz&YV 

25 ^-Cfe^o 
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ti, *f-vxjU7-f-A>3fc, xf-;i/x;V7^-;K •/Dt>^^7^-K 77- 
Hft^: (I) 4\ R 21 KJ:oT^b£:fi*C l~4 7JMf>l'*>l'*-^2ffcfcU 

— (I) J KioT^frSft&C l~4 7;l'*l'>*^v^i:lix > 

10 R'-AtLTJi, #iL<liCl~ 1 0 7 A'**** fcttC 2 - 1 0 7;^ 

cooR 6a « R 6 *it&mw^ztz\tc i-4T^^)^mmt>to ) -c 

M&£ft£C l~4 7/Mr*£*£*rro ) ^;«We*f), iWU, 
15 <liNHlT*J„ 

EtLTIi, fft L<(i 

1) c i~i 0 7^*;^ 

2) Aay>jg^ ci~4 7;Mr/Hk C2~6 7;i^-^ CI 
-4 7;V3^>I, -OCOR 32 g> -OCOOR 33 &££li-COOR 34 * 

20 R 3 \ R 33 ^iO f R 34 li, Hl&tmtim*&i>'to ) frhMRS 

COOR a I (g*. R^t^m^tfziiC l~4 7^;H?rIi?tc ) "CM 

3) C3-7y^D7Wi, 

25 4) 1 ££{±2l@OR 21a &-?g&£ftTV>-C«> iv\7x^i R 21a 
{iR 21 i:l^i:ti*Sr^^to fc/f.U 21SOR 2 1 a &TM&$ ft£*§^ 
#R 21a &li|H|D-e>i>fi&-QT*> ivs ) X Lv»E t LTt± % 

1) C1-77/WI, 
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4 7;^;HtW, ) «$W;G1-57JI/^^I, 

3) C5-7v^D7^I, Sfcli 

4) 0 1-4 7^*^ C 1-47^3^ Cl~4 7Wft$, ^ 
5 D^/If, -fn$, -COOR 23a S R 23a <i*M3% Cl~4 

T)V^)V^Ut>-f 0 ) frbM$lZtiZ>. 1 2£Ji2lltf>«ffi&£trCV>T&«fc 

*%m-?m^z>-i8& (I) T-^Sft*fl:#l^*>, R'-A, X 2 £J:tf/ 

10 ^H^-Cfflv^-^ (I) -C^^ttS^W^'fk^^Jt LTfi, 

ICEm t tzit&y>. £ «fc 6-184086 X TOH§¥ 6-21 1814 W#ffl#&C 

ft^l : N- (l-*m->-2-^Wo^) — N' 
15 fl'-N' - [ (2* - (lH-f >5/-^-5-'f^) -1, 1* -e7x- 
;i,-4--f;l/) *?-/U] ->l/7 6-184086^51^4 -3 9E«fe^k^ 



fl^2 :N-7i^v-N' - [ (2* - (lH-f h7V 

20 -;i—5--f;v) -l, l' -t'7x^-4-^^) *i/7 (#Hf 

6-184086 3 - 2 4!B«^^fe(Cffl^) 




N-NH 
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N-NH 



it^3 : N-7f-;U-N- [ (2* - (1 H-f- h 5-4*) -1, 

l' -if 7i-^-4-^) 1 V^z/ti^tf-fr 




N-NH 



lt£-%4 : N-^f-^-N* -^f-^-N' - [ (2' - (lH-f h7V*-^ 
-5-^f;W-i ? i'-tT7x-;u-4-^;w) * U7 (#W 6-184086 

-^O^JSfll 3-31 iBfcOfltefcfcffiHO 
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o 




W-NH 



<t&&5 : N-^^D^^ri/;i/-N' - [ (2' - (lH-xb 

9V-A'-5->fA0 -l, l' -tf7 ->f*) 7i^T 

m¥ 6-184086 3-68 fEifcOfl;£*K*iS) 




N-NH 



ik&%}6 : N- (2-* F^y7i^) -N' -Tf-)V-W - [ (2' - (1 
H-r h9 % /-^-5->f ^) -1, 1' -tf7i-;V-4 -4/1/) j*-^] 7 

i^t 6-211814 ^ommm 3-3 E$tfMt£-^K*BS) 




n-nh 
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IN- (2, 4-y*7WD7x^) -N* -T^^-N' - [ (2' 
- (lH-f b7 , /-;V-5-'f;P) -1, 1 ' -t*7x^-4-^l/) ^ 
*l/7 (!RfI8¥ 6-211814 ©&8fctt3-7|E«©*fc^fcffiMS) 



H a C 




N-NH 

5 fl^%8 IN- (2, 3-^f^7x^) — N' -rf-^-N' - [ (2' 
- (1 H-x h5'/-A'-5-'fM -1, 1' -e7x-;i/-4 — f;l/) ^f- 
*?VT 6-211814 -t^Hife^!l3-8fB|ic0^tl^ffi^) 




N-NH 

fl:^9 :N- (2 -7*nt7x-;v) — N' -Tf-J^-JH' - [ (2' - (l 
10 H-fh7 > /-;i/-5-'f^) - 1 , r -tf7i-;i'-4-'f ;u) *1-)V] »? 

VT m®¥ 6-211814 ^r(D%mm 3-14 iBfcO'fb^tCffi^) 
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N-NH 



tt^iorN- (2-xh^'>7x^) -n' -yf-;u-N' - [ (2' - 
(1 H-r VyV-fr-S — i )V) -1, 1' -if 71-^- 4 ->f 




N-NH 



fl*&»l 1 : N- (2--hn7i-;v) -N' -y^^-N' - [ (2' - (1 
H-r h7V*-^-5-^f;i') -1, r -kT7x-;i— 4-/OI/) 

1/7 (*f#li§¥ 6-211814 -tO^Jfe^ 3-22 fB«<0fl:£4&K:ffl£) 
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<k^»12 IN- (4-xh^>AH-Jl'7i^) -N' -T^-N' - 
[ (2' - (1 H-t h yV-)V-5-4)V) - 1, r -t*7x^-4->f 



O 




n-nh 



5 <b^l3:N- (4-^fJV-2--Fn7x^) — N' — 7*?-;l/ — N' - 
[ (2' - (lH-r Yy^/~)\<-5-4 fr) -1, 1* -t:7x^-4-^f 

*) >f-;v] 7i/7 (#^¥6-211814^^^3-2 imm<D\t&m^m 




N-NH 

10 N' — [ (2' - (lH-fb7 , /-;i'-5-'f;l') -1, 1* -tT7x-;i/- 

4-/f>v) 7U7 («-f^H^2 (l) (cffl^) N 



28 



WO 99/12534 



PCT/JP98/03930 




N-NH 

*%w-em^z>-t6GS; (i) ^sti<Mfc£«> M¥6-i84086-t, 

6-21 1814 J§r& X XF&fflW 4-300859 {MB B-V y /^f^ffiM^^ 490820 

10 2fcH^-cfflv>-&-^ (i) r^ft-Mfc^M, 

m rasas* ->^ifi> 
20 v w *x>i*£ % ^ * x? > 
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xzfztib vimm \t , p p a r * toffli-f & ftffl * # l t & o , 

&£,t„ tott't*^©^** tf/* fcJiteM, H D L 3 PXr 

d-;v±^J, LDL3^fD-J^J:D f /4^liVLDL3l/^fn-;^ 

15 — «5ft (i) ■cm^m^m-cm^it^m, zti^owmnte, % 

ft h <om$W&& XXfZtih <D7my>it±.&$:®fr<o ?*)-C^>> PPAR r ^f 
« % -»Ko-AX, iUnl^rn-JHfit^ HSU #g6]ftUg$©ft»#*asau 

25 £*bfc-hfr£^:-C££ t#£^tL^o 
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mm\u mvt* &$um. mmm^x onaa 

fitf* EA-A&£*K l®»co^ lmgfrb 1000 mgOtlit, IB 
UOOmg <0f6B-e, 1 B 1 @^t,»0*ftpftJ5- (#i t < tt, 

20 oT, Wft£^^m^©»&h « it * T 7 V ^* f A O «fc 9 * 
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**;-)v) iz$%2tiz, 0 c\<omm. xffe*Mfm&.H£mrm* mm 
M<D£7%®mu trasu mmm, %&m, mmi&GLr^xbx^, 

#M 2,868,691 ^ J 3,095,355 L < fttV>J 0 

15 «) ioi^Mli, *StH#J> *Ufc*K ifrtfe&J, 

Mis «fc tfBrtft^OfcfcO'* ? -9- 'J -3^3: ft&o 
25 SSBfclSMrrsfcao**©^® 
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N-rf^-N- [ (2' - (1- (2-v7;xf)P) r h 77*-^- 5 ->f 
;W -1, 1' -tT7x-;w-4 -W*) *<f-)V] 



5 7^3*>^#a^T, - 1 5t:-Ch (8 4mg) O^t^-fl^ 

(1.5ml) mW£\ZVVy (0.07ml) fcjflitfcft, 2-fcKo^>-3-7 
jc-;i/7*n/N'>^ . ^^-;i/x^r;v (I5 2mg) <r>WC^^Vy (2ml) ^ 

[ (2' - (1- (2->7;xf;l/) rh9V-^-5-^^) -1, 1' - 
10 Vyx.-)V-4 75>.&$j£ (2 9 8mg, #^¥6-184086 
fWt, ###J 1 IBM'S*) Si HJ if-*7 5 > (0.22 ml)^)Th7 
KK077> (5ml) M^a-CiJDx., 3 05MWiS#Lfc. 

15 -7 h^y - Ki)-^:Mx^=2 : l-i : l) -cflL, TlB^te 

*4^rl-S«ffl^^«» (2 9 5mg) =H#£ 0 
TLC:Rf 0.36(^^-9"^ I &&^)V= 1 : 1)„ 
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N, N-fcfX (2-^ h*->*AoK-*x?-/u) -N' -T^-N' - [ (2' 
- (1- (2-v7;xf;v) f h7 , /-ii'-5-'f;l') -1, 1' -t:'7i- 



T;W^^^#ffl^Tx N-r^-N- [ (2' - (1- (2-y7yxf 

;W** >f;u ? n V K (3 0 0mg, 6-184086 -t^«B*. ##£9 3 UW.it& 

%) KN, N-fc** {2-* Y**slt)VK-)\,3-1-)\,) TS>-Ife&&(2 67 
10 mg) (5ml) ^i3«tl^h';^^T5 > (0.33ml) tiJDx.. 

l : 2) -CMU TE^tt1ft*^rl-^^M«2 7 3mg) 
15 TLC:Rf 0.33 I 1 I 3) 0 

mm 

N-7^;V-N- [ (2* - (1 H-r h7V-^-5 ->f;i/) -1, 1' -fcf 
20 z-~)VZ-7-)V3-7,7-)\s 
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N-NH 



T)VTfyif^%m%y, m%m\-?$k]kLtzit&m (295mg) <D7-Y?\L 
yw7?y (2ml) Sfi-Cl, 8-^7iftfi/*n [5. 4. 0] * 

>fy * - 7 -x> (0.09 m 1 ) tfiOi, gfiT- #fe*£#L£ 0 

57^- (ftKxf^) -CilU TEfttt^tt * #3MMfr£i» (2 4 2m 

g) mtzo 

TLC:Rf 0.25 (S^^f-^) „ 

10 

mm m 

N, N-tfJ* (2-* h^v*;^^;ux^;i/) — N' -7f-;l'-N' - [ (2' 
- (l H-r f? % /-,*-5— f *) -l, l* -tT7i-;p-4 
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N-NH 



TLC:Rf 0.56(i£^>t^^> : * * / 1 0 I 1) 0 

N-^f-^-N- [ (2' - (1 H— r )l<) -1, 1' -tf 




10 N~ N Na 

Or-C, ^m?«&Lfc'ffr&* (1 5 Omg) <D\, A-V***f> (2 
m 1 ) fcjfcK 1 X-M&iti- h V <> (0.3 m 1 ) *im*., U 

T«»ttffi*£1-**&Wft#» (9 3mg) mtzo 
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TLC:Rf 0.56(?OD*;i/A ; * ? J-)\, \ g|=$= 5 0 I 5 : 1) ; 
NMR (d 6 -DMSO) : S 7.58-7.45 (1H, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, m), 
5.19-5.05 (1H, m), 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz) 0 



N, N-tf* (2-* Y**si))VX=.)VJ.?-)V) — N* -rf-A'-N' - [ (2' 
- (1 H-r fr) -1, 1' -lf7x-;l/-4-'f^) 

*0 «?V7 • V*A:£ 



TLC:Rf 0.50(^nn*;l/A : ^ ^y-;U=9 I 1) ; 

NMR (d 6 -DMSO) : £ 7.55-7.48 (1H, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H, 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz) o 



5 




N-N Na 
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f^mt- t? (tk) •/n^E-^-$BBTO;u->7i7~« eJHs^S^* 
* - 1 LT, PicaGene Basic Vector 2 (igp°p£, > *tfc, * * n ^ No. 309- 

04821) ^t.;i/'>7x7- tffg^itWSrlDOaiU TK:7*n*-?-£*>OpTK 
/? (^DVi^tt, ft^o^No. 6179-1) ^^M^/h^yn^-^-fSt^i: 

5 LT TK -/O^-*- (-105/+51) $EWv7x7- tf f&S^? * ~ 
P TK-Luc.£«L£„ TK 7"d ^ - ^ - JtIl:gS<7)M?B? -e* 4 G a 1 
4Se^JS^6£yj, UAS Z 4mm*) : &lt:x.>^>*)--mi)Zft\L. 4xUAS- 
TK-Luc.£HMgU Wtf-^-itfE^ L£ c ttTi:l^fcx>^>t- (SB 

10 

K3W5-1 : Ga 1 4®ejD^BB^J : Srl|«?iiL/cJi>^>-9— @2?iJ 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

B£#G a 1 4gS<7)DNA^^<D*;i/^v;^5g«^#^H b P 

is p a r 7 %®w<n # > Kis $ *fe * * 7 * asw * 

^^-fcjaTOi'SfcffrftLfco t^t>*), PicaGene Basic Vector 2 (i£n D n£, 
jfCfM>*#, n ^ No. 309-04821) * - £ * 

20 Ga USfiODNA^^ 1 #B*fe 1 4 7#S J W7 5 y$gB?!l& 
3- K?-4DNATiftfcfc FPPARySSflcO'jr/ K»-fr*«* 3- K*f 
SDNA^71/-A^n^^Lt, PicaGeneBasic Vector 2 (i§qn£) 

25 <i SV40 T-antigen &5fe«#*T v AlaProLysLysLys 
ArgLysValGly *EU -2f, 

W-^xf r-7\ TyrProTyrAspVa IProAspTyr 
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nhpPARy ify vm&ffi®t Lxm^tzm&Mm^ufrit. r. 

Mukheijee h (J. Steroid Biochem. Molec. BioL, 5X 157 (1994)#flB) ^ M. E. Green 
h (Gene Expression, 4, 281 (1995)#$U > A. Obrecht h (Biochem Biophys. Res. 
5 Commun., 224, 431 (1996)#J!?.) t tz\t A Schmidt h (MoL Endocrinology, 6, 1634 
(1992)#J8) K J: *) fEffc? fltz khPP A R£##W|?iiiJtfSt^ 
t hPPAR 7 V Kigr&fii£ I S e r "6_ T y r 478£ri- Kl-£DNAt 

^i£&X&L£G a l 4SaODNA^^it, 1#§^ 1 4 7#B*W 
10 75 7®E?!l£3- KtSDNAt#t£3IS^?-&#^Tfl&L£o 

2) P PAR y ^Wim^tz^'y 7x9— 1*7**4 
«±<MSfcLTJBv>fc CV-l i»Mfttt«ifeK|fcoT*#Lfc. 

^-;3iS:|'f-^» (DMEM) fc«M?f (GIBCOBRLtt, #*n^No. 

26140-061) £#*#mi 0 %t~&& i d K«lllL, £ 0 U/m 1 

15 -vVyGfc5 0 At g/ml©»7.hk7h^4v>«:iPx.7t«^T, 5% 

3 7mSLto 
-itfc^ GaM-PPARl&S^? * -©MDNA£#±#ffllfePV^A'l 
h YyV^y *9i'B>\zyg>L,W&* : f#>\ 0 cmdishK2 x 1 0 6 cells 
LTjSL m«r*^*«:v»JS*-C--Hft8^«:*t^ RI«F»1 0m 1 Sriffl 
20 o W * - Mfc? 10//g, Gal4-PPAR US"* * * - 0.5 ^ gt 

IjpofcctAMINE (jgiSfc, GIBCOBRLtt, *^O^No. 18324-012) 5 0// 1 * <£ 
< WM U ±IB^S dish LtZo 3 7 1C?j&«* 5-6 P*I«S»7\ 10ml 
<r)%ffi*Jfe!&M.ffi (GIBCX) BRL *±, 1J 9 n ^ No. 26300-061) 2 0 % tr igife 

25 8000 cells/ 10 0ml DMEM- 1 0 %WSi Ifilft/well £>*BIM&-C 9 6 ft 7 U - 

%w-em^2>it&y>}<0DMEM-i o%&ffim&®WLi oo? \ zmaitzo 3 7*c 
■C4 2B#IU**U Sfti:«ot;^7x7- ««tt«r«3gL 
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ppar 7 c»ltw*k^->7x9— emz^vm^zm 

n.it-?%2>l%&ttm<k / fr%!J YU7V9V> (Cell, S2, 863 (1995), Endocrinology, 
122, 4189 (1996)£ «fc J. Med. Chem., 22, 665 (1996)#.«0 1 0 fi M»U#0;U v 
7x7- lf«m«r 1.0 fc U;t ioffltfflw^^l«tt^l i:^ 





1 1 Lfc»fr©««i8tt 




0.2 8 




0.2 0 


* h V •> AJg 


1.0 0 


fb-g^ 8 o 

* r u * Am 


0.4 5 




1 . 10 


i o 

•T-h'^Aig 


0.4 5 


4fc£^ i l <d 

* h V •> AJ^ 


0.2 5 


ffc-S-^ 1 2 o 

:J-H;*Aj£ 


0. 1 5 


1 3 <D 

t h';->Am 


1.0 0 


jt-a^/ 1 4 <A 

^hv^Aig 


0. 1 0 



40 



WO 99/12534 



PCT/JP98/03930 



C57BUKsJ-db/db (10E) *8»tfrCAfir8L 2iiffi<^HiSlRlW£?T 

ftofcH, XRtfjfiU, MfelB (OS) , Jl«^<b»U Jfii«> 
<&#tt*lT&v\ J: 0 1 4 BWm&-?*&m'Cm»Zfc&!tBt: 
5 1 B 1 ®v ( 1 OOmg/kg/day) £ff£v\ Hf^&B (1 5BB) 

K N x-f-^Jg»T-CII«*#RJ:0^«ifliLTili4»»K (SttMUfBffirBSE (FPA) , 
hy^V*9>f K (TG) ) *»£Lfc 0 8**3*2 fcjjr*- 0 

§2 

FFA TG 
(mg/dl) (mg/dl) 



3 > > n - 797±201 79±28 

ffc^fe 6 <D 

575±113 51±34 

(I00mg/kg/day) 

10 

mmm] 

15 • N- (2-^h+v7x^) — N' -^;V-N* - [ (2* - (lH-f 
5 —f A') -1, 1' -bf7i-;P-4 — f ;w) £1/7- 



t M*A*g 1 0. 0 g 

•ii^'^-^^y^A (M) 0. 2g 

•WJ^v^y^W) 0. lg 

20 -HUSiH-fc^n-T. 9. 7 g 



41 



WO 99/12534 



PCT/JP98/03930 



mm 2 

5 ♦ N— (2 b + S^x-*) — N' -7^;u-N' - [ (2' - (lH-f 

h7 > /-^-5-'f)l') -1, 1' -fcf7x^Jl/- 4 — ^) 71^7- 

^-hV7AJ^ 2g 

. -7>-7 h 5 g 

• ^@7fc 1000 m 1 

10 



42 



WO 99/12534 



mi 



1. HRA (I) 




(i) 



5 AJi 

l) 

2) C1~77MI/>1, ifctt 

3) C 2~6T;^-^>»^t>L, 
R Mi 

io i) Am%it*0it>tW><k> 

1) C 1 ~ 1 4 7**JHfc 

2) C2~6 7;^-JH, 

3) C2~67M-;H, 

4) ^n$*>lg^ C 2~6 7;i"5 r -;l'&£*:liC 1 
15 -4r^3*'>3fe*»/ba^ii*, l itz\±2m<0WL$M-eW&Ztix 

V>T *> «fc V*C 3 - 1 4 ^3Kt^tt#^0|^i7t{i^^^m 

5 ) MK?-* £M3SJgiP£ 1 ®$;MtZ> 4 ~ 7*O^^T n|j|£3t 

20 ii) Ari*Cl~77;l/*l^g£fcliC2~67;i'^l'>g£^fr«^ 
1) Aoy>H^ 

2 ) 

3) C l-4 7;^*yi, 



43 



WO 99/12534 



PCT/JP98/03930 



4) 7;ny*V& > 

5) C 

6) 75^1, 

7) -OCOR 4 » (£*K R'ttC l~47WS*ifcfo ) . 

5 8) -OCOOR 5 ^(**> R 5 ii^M^t7tttCi~4T;p^;^^m 

t>? 0 ) , 

9) yNnyviR^ ci~47/Mf/Hk C 2-6 7^-;vSS/;liC 1 
~4 7JV3^ryB^M?W, l£fctt2lB<9®&g-Ctt&$*iT 

v>t « «t v> c 3 ~ 1 4 ©mst * tz u^m<om\ t tzitr-ma<DRmm., 

10 ttzli 

1 0) a*lll^i^ttWJii^*lfl^t-*4~7j|0*^©^xnS|t^ 

XMi 

1) *fctt 

15 2) fBHTffciSbU 
X 2 li 

1) -NR 2 -«, Sfcli 

2) a*K^*£fcU 
R 2 li 

20 ( 1 )7km&=£ > 

(2) C1~4 7W1, 

(3) C2~6T;i"5r--;^ 

(4) C2~67^^-;^ 

(5) TE(i) ~ (vi) jG^SftSii* lfi©£"CBlft$*irt:C 1-47* 
25 C2~6T*^-*^ 2£liC 2~67i^-JVMit>L : 

(i) -COOR 6 i R 6 14**8^ Cl~4 7Wi, i£(4 

- (CH 2 ) B2 -CONR 7 R 8 I R'jsitfR^^ft-mM: 
LT, tKM^ SfcttC 1 ~47;^JV|JSW^ &£v>{4, R 7 



44 



WO 99/12534 



PCT/JP98/03930 



tRtimmzmmm+t-mzox, - (r 9 ) ml g r 9 
as** i ist t tziimm+tm&Tz&ns is^rr * a ~ 

7l««OAfnftifeL, n 2I±1~4 0«E&«:^*>1-- ) 
£^fc>T 0 ) . 

(ii) -CH 2 OR ,0 & R ,0 tt7kltliH\ Cl~4 7**JHfc*fcli 
-COR ll l (*4U R'MiC i-4r;^/Hi^t.) t^fc-to), 

(iii) -CONR 12 R 13 I(i^ R ,2 *$J:tfR ,3 tt**iW^LT, 
J£i\ Cl-4m^S, - (CH 2 ) „3-COOR 14 I 
R^fcfcjcSfcjfrf-SfcttC 1~47M;VSJ^U n3ttl-~4©» 
ft*&b? 0 ) , (CH 2 ) n4 -CONR 15 R 16 S (*<K 
R^^iOfR^tt-e-ji-PtUftiLT, *»K?-4;fcttC 
&*SMrrtf\ fc£V>li % R 18 fcR 16 ttB»^a*irf-fc-|&fcfco 
t\ - (R 17 ) a2 * R 17 fi*3gM^2fcttC l~47;Wi 

« i * fctt 2 ajERf- 1 i m-fo 4 ?t t & 

n 4 tt 1 ~ 4 <DmW(.imt>i-o ) ifbL, fc*v*J±, R 12 £R ,3 {igl 
To ) , 



(iv) 



CO 




WO 99/12534 



PCT/JP98/03930 



-©- 



(v) ^ny>|f, Cl~4 7M^i, C 2-67^-*itfcttC 1 
-4 7;^^^^?^, l 2£ii2«o&-cg&?*iTv>T 

(vi) a*JR^Hi*«*r*4-7*0^f-nj|) , 
10 R 3 li 

1) -COOR 19 ! (3tt, R"fi*XiB?-££liC i~4 7;i/^*^ 



5 



-To ) , 



2) 




15 



3) lH-fh7V-^-5-^H, Sfctt 
4) 




20 Eli 



1) 



46 



WO 99/12534 



PCT/JP98/03930 



-©- 

it, 

5 (D^y-eym, 

( 3 )g3tH^£ 1 mtttZ 4 ~ 7 1 OJPi^S&fO^x nj|t^ U 

( i )&mm? . 

10 (2)C1~4 7W1, 

(3) 0 1-47^3^^ 

(4) C l-4 7Wf*36, 

(6)fcKn*y (CI -4) 7A'*/!'*, 
15 (7^ny>fi^, 

(9) fV^D^f;i/^^fyI, 

(10) ^ bnl, 

(11) 7 

20 _ (l^v-y^t+ySx 

(13) C l-4 7JMfA'**'7<f-*36, 

(14) C 1 ~ 4 4 fett 

(15) -J-R 2Z & Jtt 
(i) 

25 (ii) C 1 ~ 4 7)V* V £ fz\t 



47 



WO 99/12534 



PCT/JP98/03930 



(iii)C l-47^P^t + yMifcU 
R 22 ti 

(i) -COOR 23 ^ R. a8 tt**Ig^ C1~4 7M^, 

*£{i-CH 2 CONR 24 R 25 ^ R 24 i5«t^R 25 {±^fL 

^^-to ) , 

(ii) 

,COOR 23 



Y 



OH 

(&«K R 23 {ifriet[sii:igi*^^t>i-o ) , 



10 (iii) 



Y 



COOR 23 



O 



(iv) 



OH 

15 O 



ttz\t 

(v) -CONR 26 R 27 g R^te&mm^ttzttCl-A 
20 i/;l±-CH 2 COOR 28 | (1^ R 28 {i^®i 1 i7ttiC 1 

m4li 1-3 011^^1-0 

fc£U m4ri*3£^fc>1i§£Cii, 31itf)R 2l ^t M;-J-R 22 &* 



48 



WO 99/12534 



PCT/JP98/03930 



2) 



10 



15 



SfcU *©&*©3iI©R 22 ^-COOR 23 g (grK R 23 MIBt 

\ XOOR 23 



(ft*. Hi 

(2) C 1 ~4TMW>1, 

(3) ^Dy>I^ CI -4 7****, C2-6 7^-**, 

Cl~4T;V3tyS, -OCOR 32 ! R 32 I4C 1-47^ 

**26*a*r*-o ) , -OCOOR 33 ! R 33 li> C 1-47 

) £fcli-COOR 34 & (**K R 3 4 {4*1? Hh\ 
££fiC l~4 7J^^it^fet„ ) frfcSIRSft,*, l£fct42 
ffl©£?filftS;HTV>Tfc X^C 3-1 4©JM&ifcli#5|©fc5fil 

£fcf4*&fl©^ftm«?S&s*ifcCi~4 7;Mri'>&> 
(4>c i-^r^T-vy^Wox^ 




OH 



R 23 {4BtflBt|W|Cti*^^i-o ) , 
\ XOOR 23 





49 



PCT/JP98/03930 



R 29 l± 

i) LW^^btl^, 

( 1 

(2) C 1 - 1 0 7;^^i, 

(3) C2~6W-^S, 

(4) /Nny>Jg^- % C2~67;^-;H^ Cl 
~4 7^3*->I, -OCOR 32 S R 3a ttffifBfcrai:** 
imt>to ) ^ -OCOOR 33 & R 33 MEtlWICiil*t 
»1"o ) Sfcfi-COOR 34 ^ R 34 {i|lfEi:lHli:^l*^ 

1 ££li2ireg&£*tTV>T&J:v> 

( 5 mm®** fz \mn%* & i m&&t tit ammm* t 
*z i m? z 4 - 7 Aof.3^^x vm*mt> u 

ii) LKl~4 7;l/^l'>I, ^nr>JK^ C1-47M 
C2~67n-M, Cl-47;^ + yi, -OCOR 32 
£ R 32 {iffiet|s)CSl*^^-t e ) , -OCOOR 33 S(S 

R 33 tt|jf|Bi:Ri:*5fe*^t>i-. ) ££{±-COOR 34 g 

t it\t*&m<D$kmmi n-cs&sftfcc 1-47^^1 

(2) 0 1-4 7^3^1, 

(3) C 1-4 7^^*$, 

(4) -OCOR 35 S R 35 JiC l~47;H^i^^to ) > 

(5) -COOR 36 g (£»k R'MjfctaWS^SfcttCl^T/Mr/l' 

(6V>Dyyjgf, Cl-47^i, C2~67^t- 

50 



WO 99/12534 



PCT/JP98/03930 



fr&s Cl~47^3+y|, -OCOR 32 & (36 tf, R 32 list 

&bmcM&ti&t>+o ) , -ocoor 33 R 33 «ie 

) ££f±-COOR 34 * (&*> R 34 M 

itzKyfiffitaoRmm. tut 

R 30 Ji, 
(1 

(2)C l~4 7WStIW, 

R 2 9 - L - <h R 3 0 ib Jfc*IT?- -«K ft o 

(1) C 3-7 y^D7M;H, ifctt 

(2) 5~7I<D7^ r>Ht*£fcU 
R 31 li, 

( 1 )*3feK?\ 

(2) -COOR 37 S (&*K R 37 tt**jg?\ C1-147WI> 
C3~7'>^D7Wl^;li- (CH 2 ) n6 - C ON R 3 8 R 39 * 

(£*K R 38 £<fctfR 39 li^ft^ft^37XT, **JB^-*fettC 1 ~ 
4T;V*;i^£^fc-r;K *Sv»li, R 38 1 R "ttRftl-SS*^ 
i-fcfcfcoT, - (R 4 °) m5 g (&*, R«°»±**JK«^li 
C1~4 7WS^^L, m5lil~3<7)^8t£^fc>-t-o ) "C 

1 « 1*o * /s ttS 3Rg( ^ fc ttM^ * ^ff 3 H * 4 - 7 * <0 
^«^AfDit^L, n 6I±1 ~4<DmL*Ut>t 0 ) * 

(3) -CH 2 OR 41 S m*. R 4I tt*$J85i^ C 1-4 7;K;VJ 
ifcfi-COR 42 ^ R 4 »ttCl~4 7**/H£*£*>1-« ) 

51 



WO 99/12534 



PCT/JP98/03930 



(4)-CONR 43 R 44 l R^&XVR'UiZtirtm&n:, 
AMW^ - (CH 2 ) n7 -COOR 45 g 

<K R 45 tt&mU I f-it:\ZCl-~4 7)l'*)l'&*%Lt>L, n 7 li 1 ~ 
4V&mmt>to ) ttzli- (CH 2 ) n8 -CONR 46 R 47 £ 
R 46 i3.ttfR 47 li^tL^ti&&LT, TfcStllMfcttC 1-4 

STt-^C^ot, - (R 48 ) m6 S R 48 (i, 7)CM^ 

ifettC 1 ~ 47)l>*)l>&Zmt>L, m6li 1-3©1I^^ 
1"o ) -Cffi&SfiTV^ EH/KM 1 £*Ui2l@, M^HR^f! 
EM lfrTo, i/sttE*EiFi:»*E ; ? : *^tt-3«'fr*-t*4- 
7*<7)m^^>ia^0^xn^^^t>L> n 8f± 1 ~4 ©ffi»*^*> 

"To ) fc&fcfo ) , *fctt 



U m7Jil~30^S:^t>1-o ) fc^EfcU 
n 5li0£fclil ~40^?rat>1-o ) *£*rtj&\ fc&VMi 
3) X 2 ^-NR 2 -S=gr^ti§, EfcRWfifcfciKtel-SSafE^fc- 



(5) 



— CO 




(at*. 




WO 99/12534 



PCT/JP98/03930 



— N^j^-CCH^-R 31 

-o- 

*<d^t um^y^ym. i «*»«i^LTv»*«^aisrs*> u mi* o 

n U±l~4<7>»:£^;b1- 0 ] 
10 ■C^^fiifl:-©*, -e*i^<D§JN!tti&, ^*i^O®#}jni£. $fctt**i$><&#jfll 

2. HR^C (I) ft K£v>T, R»-A#, Cl~l 0 7^^ 

3. (I) ^*$ft*fl:'&*K#v>-c* X 2 >&*NR 2a g R 2a «i 

^xhhit^m, *Kh<Dim®&. ztihnmwm, ifz^nb^ma 



53 



WO 99/12534 



PCT/JP98/03930 



4. HHsS (I) -tmZtiZft&miz&^x* E#, 

1) C 1 - 1 0 7**A/S, 

2) ADy>If, Cl~4 7Wi, C2~6 7;^-;H, CI 
~4 7;i'3^->l, -OCOR 32 *, -OCOOR 33 *;i;*:ii-COOR 34 * 

5 (£*4\ R 32 , R 33 i3«ktfR 3 «ti:, »*©|6Hl-C05g«ltRi:*S|c4a*> 
to) 1 i 7^:14 2 fll©3t-CiHft$nr^-ct J: v»7x-fl/3t£ 

t>i- 0 ) -cfiifesftfcc 1-57****, 

3) C3-7^D7M**, tfcli 

10 4) 1 ££{i2iIOR 21a *TM&StrCv>T*> iv>7x-;H (**, R 21a 

m*<oxi>£^ 0 ) xh^vc^m, *tib<D0m&&, ^tih^mmx^, ttz 
\±*tih<Djmm*nm&ftt tx^nm^ommi. 2 tiz\tz%m<o^< 
15 ^^y-mmmmmt^mmmn {tztiu mhta&Mim<o ) . 

5. (I) ^SflMfr&fcfcfcV^ Ej&* 

1) C 1-77****, 

2) 7x-**£J:U f /3:£{iC00R a * (**, RMfcfcSfiTSfcliC 1- 
20 4 7*******>1"„ ) -Cg&£;ft,£C 1-57****, 

3 ) C 5 - 7 v * or****, $iz\i 

4) CI -4 7****, C 1-4 7*3* v*, Cl~4 7*Wtl, A 
oy>lf^-, xfoj, -COOR 23a S (**, R 23 "!***®^ Cl-4 
7******>1". ) fr*>i§«$*U>, lifctt2fl<0*-C*Jft3*lOvcfcJ: 



54 



WO 99/12534 



6. (I) VmZtiZfc&b. *ixb<D$m&&. Z1xh<»m$W&. 

tf/S£tt7&!£#k HDL3Wo-;HM LDL3l'*ru-;i/i3«i:tr 
10 /ttz\±VLT)L^V7>TV-)\'<DW.')>%U %kWM*? s s> KD-AXO'M?7 

8. -*3fc (I) ^fcStiaffc^ ^*i£><7)##t£!£, ^ti<b<7)K#iJP^ 

/ttz\tfem\ 0 

9 . ( i ) XTtztiz \t&m, <omm&&. *ni> vm^m* 

1 0. N-y-f-^-N- [ (2* - (lH-f h7/^-5-' (JU) -1, 
1' -fcf7jc^;u-4 -'f;i') #;w*5 i 

N, N-fcTX b*i/#;i/#~^.x?-;i,) -n' -T^-N' - [ (2' 

- (1 H— r Yyy~)U-5-^(^) -1, 1' -VT7x-;i/~ 4 ->f ;w) 
;v] 7VT, *ft<b«#t$i£, ttz\±ZHh<Oim®o 



55 



WO 99/12534 



PCT/JP98/03930 



mm 

Sequence Listing 
<110> ONO Pharmaceutical Co., Ltd. 

<120> Control agent of peroxisome pro! iterator activated receptor 

<130> 0NF-2762PCT 

<150> JP 9-245101 
<151> 1997-09-10 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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